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Disposition of Claims 

4) ^3 Claim(s) 99- 1 07 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) S Claim(s) 99- 107 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) Q The drawing(s) filed on is/are: a)Q accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. §119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)DAII b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) □ Notice of References Cited (PTO-892) 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 

Paper No(s)/Mail Date . 

PTOL-326 (Rev. 08-06) Office 



4) Interview Summary (PTO-413) 
Paper No(s)/Mail Date. . 

5) O Notice of Informal Patent Application 

6) □ Other: . 



Summary Part of Paper No./Mail Date 1 21 2201 0 



Application/Control Number: 10/593,372 Page 2 

Art Unit: 1641 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 09 November 2010 has been entered. Claims 
99-107 remain in the case. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 103 is rejected under 35 U.S.C. § 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

In claim 103, "the" method of claim 1 lacks antecedent basis and the claim depends from 
a canceled claim; it is believed --99-- was intended. 

Applicant's arguments filed 09 November 2010 have been fully considered but they are 
not deemed to be persuasive. Notwithstanding applicant's assertions to the contrary, applicant's 
amendments have not obviated rejections under this statute for the reasons set forth above. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 103 which 
forms the basis for all obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject mailer pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

(c ) Subject matter developed by another person, which qualifies as prior art only under one or more subsections 
(e), (f) and (g) of section 102 of this title, shall not preclude patentability under this section where the subject 
matter and the claimed invention were, at the time the invention was made, owned by the same person or subject 
to an obligation of assignment to the same person. 

This application currently names joint inventors. In considering patentability of the claims under 35 U.S.C. 
§ 103, the examiner presumes that the subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 C.F.R. § 1.56 to point out the inventor and invention dates of each claim that was not commonly owned 
at the time a later invention was made in order for the examiner to consider the applicability of potential 35 
U.S.C. § 102(f) or (g) prior art under 35 U.S.C. § 103. 



Claims 99-107 are rejected under 35 U.S.C. § 103(a) as being unpatentable over the 
combined teachings of Selvais et al. (J. Cardiac Failure 6: 201, 2000), Hiilsmann et al. (J. Am. 
Coll. Cardiol. 32: 1695, 1998), Rousseau et al. (Circulation 108 (17 Suppl.): IV-556, 2003), 
Berger et al. (J. Heart Lung Transplant. 22_: 1037, 2003), and Sabatine et al. (Circulation 105 : 
1760, 2002) for reasons of record in the prior rejection of the similar subject matter of these 
claims. 

Applicant's arguments filed 09 November 2010 have been fully considered but they are 
not deemed to be persuasive. 

In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). In this regard, applicant urges 
that none of the references teach determination of big endothelin and full-length N-proANP. 
This is not found persuasive for the reasons of record, particularly in view of the combined 
teachings of Selvais et al. (2000), Rousseau et al., Hiilsmann et al, and Berger et al. Applicant 
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further urges that Selvais et al. (2000) do not specifically exemplify determinations of big 
endothelin. This is not found persuasive for the reasons of record in view of the direct 
suggestions in Selvais et al. (2000) to do so and in view of the teachings of Rousseau et al., 
Hiilsmann et al, and Berger et al. Applicant further urges that Rousseau et al. do not teach 
determination of multiple markers. This is not found persuasive for the reasons of record, 
particularly in view of the teachings of Selvais et al. (2000), Hiilsmann et al, Berger et al, and 
Sabatine et al. Applicant further urges that Hiilsmann et al. or Berger et al. do not teach 
determination of two markers together. This is not found persuasive for the reasons of record. 

Applicant's arguments regarding the use of the assay for predictions in mild congestive 
heart failure patients were not found persuasive because applicant is arguing limitations not 
found in the instantly rejected claims and not commensurate in scope with the invention as 
instantly claimed. 

Notwithstanding applicant's assertions to the contrary, one of ordinary skill in the art 
would have appreciated that markers shown to be independent in multivariate analysis each 
provide unique complementary prognostic information that can be combined to provide an 
improved prognosis as clearly taught in the references such as Selvais et al. (2000), Hiilsmann et 
al, Berger et al, and/or Sabatine et al. Moreover, the examiner did not suggest, as argued in 
applicant's response, directly importing big endothelin- 1 (ET-1) into the reference of Selvais et 
al. (2000) as a substitute for the determinations of endothelin- 1 (ET-1) therein, because, for the 
reasons of record, the combined teachings of the references suggest that the determination of big 
endothelin and N-proANP should be performed because, inter alia , big endothelin is more stable 
and easier to measure than ET-1 as taught in Selvais et al. (2000), big ET-1 and ET-1 were 
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strong independent predictors of 5 year survival in patients with severe congestive heart failure 
(NYHA classes III-IV) as taught in Rousseau et al., and determinations of big endothelin and N- 
proANP or ANP were best for predicting suivival in all congestive heart failure patients as 
taught in Berger et al. or Hiilsmann et al. As set forth, one of ordinary skill in the art would have 
been motivated to use the successful methods in combination in a method of prognosis prediction 
because determinations of these analytes had been taught individually or in the same 
combinations as instantly claimed or in different combinations by the relied upon prior art to be 
effective in the prediction of death in congestive heart failure patients and it would have been 
obvious to predict survival with multiple markers because the idea of doing so would have 
followed logically from their having been individually taught, as well as in the same or in other 
combinations, in the relied upon prior art to be useful for the same purpose, and, in particular, it 
would have been obvious to combine the determinations and individual cut-offs for each analyte 
in view of the direct suggestions in Selvais et al. (2000) to do so as well as in view of Sabatine et 
al. for the benefits taught therein. 

The declaration of Dr. Gerhard Hawa under 37 CFR 1.132 filed 09 November 2010 is 
insufficient to overcome the rejection of claims 99-107 under 35 U.S.C. § 103(a) over the 
combined teachings of Selvais et al. (J. Cardiac Failure 6: 201, 2000), Hiilsmann et al. (J. Am. 
Coll. Cardiol. 32: 1695, 1998), Rousseau et al. (Circulation 108 (17 Suppl): IV-556, 2003), 
Berger et al. (J. Heart Lung Transplant. 22_: 1037, 2003), and Sabatine et al. (Circulation 105 : 
1760, 2002) as set forth in the last Office action because: 

It refers only to the system described in the above referenced application and not to the 
individual claims of the application. This is particularly evidenced by the focus of the 
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declaration on mild congestive heart failure when the claims are limited to severe congestive 
heart failure. As such the declaration does not show that the objective evidence of 
nonobviousness is commensurate in scope with the claims. See MPEP § 716. Moreover, the 
examiner did not suggest, as argued in the declaration, directly importing big endothelin-1 (ET- 
1) into the reference of Selvais et al. (2000) as a substitute for the determinations of endothelin-1 
(ET-1) therein, because, for the reasons of record, the combined teachings of the references 
suggest that the determination of big endothelin and N-proANP should be performed because, 
inter alia , big endothelin is more stable and easier to measure than ET-1 as taught in Selvais et al. 
(2000), big ET-1 and ET-1 were strong independent predictors of 5 year survival in patients with 
severe congestive heart failure (NYHA classes III-IV) as taught in Rousseau et al., and 
determinations of big endothelin and N-proANP or ANP were best for predicting survival in all 
congestive heart failure patients as taught in Berger et al. or Hiilsmann et al. 

In view of the foregoing, when all of the evidence is considered, the totality of the 
rebuttal evidence of nonobviousness fails to outweigh the evidence of obviousness. The 
rejection is maintained. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James L. Grun, Ph.D., whose telephone number is (571) 272- 
0821. The examiner can normally be reached on weekdays from 9 a.m. to 5 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark Shibuya, SPE, can be contacted at (571) 272-0806. 

The phone number for official facsimile transmitted communications to TC 1600, Group 
1640, is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application, or requests to 
supply missing elements from Office communications, should be directed to the Group 
receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/J. L. GV 

James L. Grun, Ph.D. 
Examiner, Art Unit 1641 
December 16, 2010 



/Shafiqul Haq/ 

Primary Examiner, Art Unit 1641 



